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(I) 

NOVELTY - Pyrazole derivatives (II I are new. and their salts are 

DETAILED DESCRIPTION - Pyrazole derivatives ot 

new. , . t ., . , hv ,_ 3 loW er alkyl, lower alkenyl, lower 

D = pyrazolyl optionally : sub 8 ^^^^J, 'lower alkylene-O-lower 
alkynyl, halogeno-lower alkyl, lower al ^ ne _^ 0 _ lowe * . alkyl and halogen; 

^^^SSS^S^SSi'c aSSic SS.r^ycl. op y tion, lly .*«i«t- 

alkyl or -CO-lower alkyl; V = bond, CO , 1' °" er y from 0H _ 0 -lower alkyl 
A = phenyl having at least ^^^^^^^^aryl optionally substituted; 
and F or mono-, di- or tricyclic condensed he^e than a heteroaryl selected 
provided that when Y " a bond, . A is a group ot thiadiazolyl, pyridyl, 

fromthienyl, pyrrolyl, imidazolyl, thxazolvl, ox Y ^ 
pyrazinyl and isoquinolyl ' ^^1 IcRACC) inhibitor, useful as a 

^£ z^™^"-^^^™* — es and allergic 
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(54) [3g?3©£aa tf9i/-;i/f§»* 



(57) [s»i emmm 

U&&Sa TfS-Sgxt (I) Testis t! v y-;bts§ 

X:-NR'-CO- -CO-NR 1 - -NR'-S 

02-Xtt- S O2-NR 1 - 

Y -CO-. -ffifSZ^UV-. 

7;l/^r-l/>-, 

A :-OH> -0-fi»7;b4=-;l/Ktf-F3b>6ajRffn 



P7 l J-;l/ 0 ) 



(2) 
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wmm i ] -m^ ( i ) r^ns 
uti] 




D : -<6»7;b*;K -fg*fi7;l/4r-;i/, -fgffiT;!/* 

-ADy/ii7;l/^k -m&TJl<3rU>-i/ 10 
>7 o7;^;k -{fi*&7;M^:y- 0 -ffi?fi7;l/^;l\ 
-S/^d7;^;K -0-{»S7;b^;b> -COOH, 
- c o o-fg^7^;b^t/-^py>M?^&^^>i¥ 

^i^^^-nt- n^<o 2 mm. 

X:-NR l -CO- -CO-NR 1 -, -NR'-S 
Oz— Xte- S Oz-NR 1 - 

R 1 : -H, -OH, -0-{&«7;l/ 20 

c o— fg$B7;i^;k 
Y :«S^ -CO-. -f6ffi7;b^U>-. Xlt-i&m 

A: -OH; -0-m&TJl*J\sRZf-FfrZmiRZn 

**f LT^T * ^JMSS L < 2 7iS 3 SRStt^Nf 1 
nru-;K ffiU Y #14. Ate. ffi?#7;b 

5**VU;k f7VU;k ***l/U;l/, 

n»#* 2 ] fg^xi 1 mwi<D ^ v-jimmwxi*? 
(om^m k its 2 n t f s sat. 

[0 0 0 1] 
[0 0 0 2] 

rtgI«lffcLT*;I/5/»)A^*> (Ca 2 <) cDfigtt 

^ai&nr^So ittffiaiiBfefti^tJBn-rMiiartc a z+ 

KCa 2 ' jaK9JfcLTffl6*irt^!iifBdipiiieW©M 
fgffife#tt Ca 2 ^t>^ (tTF VOCCi: P8I5-T so 



■f\ 2ftffi$ffl)ia^ ttvocc a»o c a 2 * 8ea«**^«e 
tsct^"S?nT^/c 0 h o t h ettAESiaefla^i) 

>v*S*fc:*5^T, C a 2 * XhT'ttiBlCioTSe^ft* 

c a 2+ icmtRW*mMm-z>(Dc a 2+ »[A«rt5-rato-6 

^^l/i/^AjRatt^tt^^S/^A^-V^*;!/ (Ca 2+ rel 
ease activated Ca 2 * channel ; WTC R A C C £Bg§2 

■T* ; ^;^^i,7h7ffi^;by^Aftv^(s 

tore-dependent Ca 2+ channel) £ iffe&'t 

HSmte » If •PfcS*feffi^LT^5 (Pf lugers 
Arch., 430. p315-22 (1995)) 0 C R A C C ItmffitM 

BS. U>^^ 7XhP+J--fh 0. Biol. Chem., 270. 
p29-32 (1995)) 5Stt^TO^tt»SSt^fif 

^r^x-^ < H# L T ^ S o T 
l/^ O. Immunol., 155,p285-96 (1995)Rtf Br. J. P 
harmacol., 144 ,p598-60l' (1995)) 0 . 

[o o o 3] a^icftoT, «ttBWPifty , >v^}i&aM 

T*S5f-^7y (tenidap) O^fflSji?^— OJC C R 
A C Cffi«gtttf*S**^C,*^C$tlfcC: k3^6 (Ce 
11 Calcium 14, pl-16 (1993)) > C R A C C RB*Hltt 

ft^fRl^tt^fe^o CRACCttrt&fflBa 

(Am. J. Physiol., 269, C733-8 (1995)) StfJLSJffl 
AS (J. Biol. Chem., 270. plG9-75 (1995)) tC£>^& 

^nT^5D (Am. J. Physiol., 261, C889-896 (199 
D) , CRACCHSIIIA^^iaiaoH^-rdfiMI** 

[0 0 0 4] Mfc. *;l/S/^ASftA(H*WfflfiltSlO» 
W^^Wr§ci:&6V>^-o-r^>2 (I L- 

2) OK4*MW!|-rftCi:fe*e«nT*0 (Br. J. P 
hannmacol.. 133, p861-8 (1994)) , CRACC&&$^ 

M^nmmmzimzti&mm&fflm* voce 
a ASSfiS^^n, craccm^u^l 

fc*a6tlTV^o VOCCtSLTCRAC 

c^tt^W^S^;U^^A^^>^;i/PJl^J^> jh« 

V>5o j£^CRACCPl^ffl^*r§{t^^<0 
^SftSftTSD, Miltf, K-r^4iBB4 4 0 4 2 4 9 
^^fgtc Z/ 5 d 7;l/^;b- tf ^ y 
WO 9 4/0 0 4 3 5^fgtr(42> 




3 

&o £/c, Jtm (J. Pharm. Exp. Ther . . 257 ,p967-971 
(1991)) tCte. - 1 - [ [3 ,5-^DD--l-(4^D 

D^VV^I/^x—Jl/l^^l/HH-l ,2,3- h 'J 77D- 
4-*;l/***5 KtfCRA C CH*f^ffl**-r«£i 

[0 0 0 5] 

ftinTi^ c r a c c(fi*f¥«*^-r*ft:^ttioajR 

CRACCaS!tt^B(tB«tiT^*ft'&«W:. 10 

ft, SftS<Offift£CRACCBB«5>k WfcU VOCCtc 
JtLTCRA C CaJRtt©*l/^jlBWOffl»tf«ia«nT 

[0 0 0 6] 

r a c cE*#jktt±<*Jt*afc:'rstr'5V r ^i/ 

RWflE^flMifcCRACCIBSfffflSrWU £fcVOC 20 

c-*c3*-rs c r a c cas?tttfi»t»a&*c: k*aaa l 

tHi^Tofc (P CTtUIRS-9 J P 9 8/0 4 5 8 

SfigSS -Y-AT^ti5I) *» 

AU ^OCRACCH*f^fflO*W*fTo^i:c:5x 

tie— ass (i) -c»«*nsfb-&»ft^ cfcD^n/cCR 
[0007] wtt&mit, Tia— S5x? c i ) T^srn 

;i/i^>AiS[attflFtt*;l/5/rJrA?-w*;l/ (CRAC 
C) HMMUtwrSo 
[ft 2] 

#^)-X-Y-0 (J) 

^7 D7;l/*;k -fS»T;l/* Uv- o -fgfS7;b*;K 
■>'^o7;l/+;K -0-{g*&7VM^k -COOH, 
- C 0 O - fi» 7 if w > o y yg?^ 8 a & p 

B : 7i-bX Xttfift7M;l/Tlft* tlTt^T t, 
£ 1 ^iH3f SSI^t- n*S|<£> 2 ffiaS> 
X:-NR'-CO- — C O — N R 1 — . -NR'-S 
Oz-Xfi-S O2-NR 1 - 

R 1 :-H. -OIK -ffifS7;M^k -0-fg§*7;U so 
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*;1/X«i- C 0-{gi&&7;l/*;k 

Y :*6^ -CO-, -ffl»^l/*U>-, Xtt-iS» 

a: -oh. -o-fgts^i/^i/atf-F^&ajRsn 

LTl/^T fe J: ^JWHS L < *4 2 712 3 ISi^f 
0 7D-/K fib. Y#«-&04:*«±. Ate, 

S^/U;K f-7yj;K ^l^/U;^ 9-TisTVV 

n§^fo7y-M^Ol^tc filTHI*, ) 
[0 0 0 8] 

ft*s> *mwmm*ic$s^T, rig^/i^ki * r- 
Aikj, ng»7;i/*u>j * r-A u-j, 

7;l/^-;kJ klT(iif-;l/, i -7 p n^-;K 1. 2 
;l/J i:LTttxf-;^jfSU\ *fc. rfi»7;l/ 

rADy>gfj I, Br. FRtfClTS 

£ c r;Nny/I»7;l/*;l/j ktm l JK±O^D 

tt, R3Rfk6 71Sl 4iO7U-;l/lT*0, #$L< 
[0 0 0 9] r77 x -U>j kLTtt, »*L<ttl f 

ffij kUT«, n, s&tfoffi^A^aRsns-^xp 

UTS: 1 712 4 ««rr * 5 TIM 6 fi*8B5«S'\-r o 

;l\ ^7x>-2, 5—>V;l\ f77-;l/-2, 5 
— >V;W tTUv^-2. 5-^V;l/&lft?U 

2, 5-S**Ol/T?*S 0 r*TOL<tt271M3ai3SIB 
^fo7'J-;l/j hLTIi, ^fnK^lTO, S 
Xtt N ISC?* 1 712 5 IS^a-T S 5 JIM 7 M¥Jlg L < 
tt2 71M3WiaihMB'N7 t ciTU-;l/"e*«o »*L< 

-fy**v^U;k fh7^J;k hU7!/U;k 
^/h'J7^J;k ^>Xf7^>7yj;k 



5 



(4) 
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5$*VH, [2, 3-d] 

tfij^-;k 4H-Y = ^V [4, 5-d] ^7V*'J 
tfDP [2, 3-b] fc?y^;l/TftSo Ctl^Ol 
tt»^»*C7j<Jl6fk*tlT^TfeJ:<, 3^7j<§t fk 2 nfc 

v^t: Kn tfy ^ S/H Ko^U^>-;K -OH 

;K 2, 3, 4, 5-fh7t Hp- 1 H- 1 , 4-^ 
>Vi?7W-)]/* l, KD-2H-3, 1 - 

^yVX^zs—fr^ 4, 5, 6, 7-fh7tKo^ 

[ooio] dtibO. Afn7U-;Wi ffiSOBJgi 

a#lJSM5ffl#LTl^Tfc<J:<. CtDS^S^LT 
li. *?2:L<t^ -A 1 k, -{g^7;l^x;K 
7;V^-;b, —Ha K — NR — A 1 k-NR' R" 

(l^TR, R* . R " ti-^-n^n-HX^- A ] k£r 
Kft-TSo WTW*o )n — NR— (-A 1 kT«ft* 
ftT^Tt^Vv&gfgfaffiS) . -NR-Alk- (- 

a i kTm^nr^r^^^mmum) , -nr 

- (— N R ' R" T«^nt^TtJ;l/^>^D7;l/^ 
;!/) , -NR' R" N -NO2. -CN, -OH, -0 
-A 1 k, -0-CO-A 1 k, - SH X - S-Al 
k. =0, -CO OH. - C00-A1 k. -CO-A 
lk. -CHCK -CO-NR' R". - SO-A1 
ks -SOz-A 1 k, -S02-NR' R ** N - (-A 

T*><k^7y-;K -BI&S*WLTV>Tk£l,>J£BS«'\ 

fD7'J^K - (— N R * R" TB»^nT^Tfe«fc 
i^>^p7;^;W > -0-y^D7M;K -ad^ 
y{«#7;l/*;K -0-^uyyffi»7;l/*;k -A l 
k-NR' R\ - Alk- (-A1 ktl^^ntt> 
Tfe*t^a*ttSiai) > -A 1 k-0H^645S^ 

[001 1] cct% r^^gafpjgj ^ures. ^ 

JH^^M lt/uT*^T 5 7^ 8 S'&giRgSfD'N'r 

tfny^-^ ^^^/'J^k e^vy^;k tr 
y v;!/, if^^v— ;k 3fc^£**5S*=. ;k =e;]/fr y 
^;l/t:FP-l, 4-3 L 7> ? x;l, > rh^HKP 

trys^;k 1, 2, 3, 4 —r h-^t: Hn-rv^y y;i/ 

gL< te:2 7b=£3 f^^^-r a 7 u -JlJ rp<D&m^ 



^\xD7U-;bj icfcttSBSiafcLT-te, -A 1 k. 

— Ha K -NR' R" . -ad^V {g3S7;b*;k - 
NO2, -CN, -OH. -0-A1 k. - SH. - S 
-A 1 k, -COOH, -COO-A 1 k, -CO-A 
1 kmtfmfbft&o T-OH, -0-(tt»7;l/4-;l/R 
tf-Ffr&iBR*n3BiRa*^a:< kfcl Oft§7 
xx;bj tt, cn60lj!!S4'>4<tt>l^fU B 

ifflE rHSSS*WLTV^TfeJ:i/^7y-;l/j i:|W|fil 
10 £DBJ&a* 1 — 4MLTV>T i E,<J:^o Sfc, Ytf&r£ 

^^LW^f^LTte, DOk!7yy;l/«tf, 1H 
-t!7y^l/-5-Y;K 1 H-tf^y— ;U-3— 
SL<te 1 H-fc^l/— ;b- 1 -- OI/T&tU 
L<&. l~2fflOhy^;l/^p^^;l/STS^^nfc 

- 1 H — tfi7 ;b— 1 — Y;l/T**tr5y-;l/R»(* 

Tlil, 4-7x- P>2>^ X£LTte-NHCO- 
20 2^ Y i: LTtm-StfrncftiZ Li\ *£&BB©B«a<Z> 

(R) ft. (S) *03tt»»tt#*<#«EL5«. 

sens o3t»ntt#oa«***«« tut t o**t 
[0012] *ssro^b-&«i (i) tt, »(*in«xtt«ift 

St<^ ttlt,- *tolciis», 3">ft7k*K. -8I«, fig 
mfflt&M, >9 L ;l/7^y, x^;l/7^>> x^y— ;b7 

y^>, ^i/-^>^iM^^7>t 
( 1 ) &-tf ?<Dm<D&mo7m^mmffiVdRm£ 

[0 0 13] («itj£) *ftWfk**Rt/*©«lSl*W 
50 cd*k i6KK*Si:T««a*l»56L, RfT^iOik^^f^ 



(5) 
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SCtmSo C <D & i ft t £ L T tt ffil 7L a ?J< 6$ 

«»i:UTtt«*tf^y-> (Greene) 

y (Wu t s) TProtective Groups in Organic S 

ynthesisj , Jg 2 RE»CEKOfilllS« C #T 



w-y/ \ - / - + HOOC-Y-A 

V — ' (ID (III) 



75 Kfc 



[ft 3] 

R 1 

(M) 



-COOH + R 1 NH-Y-A 
(IV) (V) 



[0 0 15] CdDUSW^ HufBS/S^tc^-r<fc3tc. - 
tt£ (I I) Xtt (V) T«Sft*7£ 

ad i DXB (iv) Tg^n§^;i/t:>^ii<* 

(I - 1) X*i (I~2) *»S^TftT*So CCQSgl 

Hffitcfei^Tfflt^ci:OT€S*;l/#>KK«# (I 
t i) xtt (TV) it, »«*;i/#>BKtt*oEjfctt 

U F\ .»7n=KS©»^5^K \ mTi?Y : 

ttxxf;b ; MtHlffTkM ; 7;i/*;i/K», p - F;Ux 

SJSOISJC. N, N' -i/i/tu^**/))/ 
ZuVtfz/^^ F (DCC) . 1- (3-v^;U757 
- 3 -x^;l/*;l/^>V 5 F (WSCD) . 
0-^/b'J77-;b-l-^l/-N, N. N' , 

o 



7 5 Fib 



,Y-A 



(1-2) 



20 



30 



— F (HBTU) m<Dt&&m<D&tn : tC&fol£&&Cb 

m^K&^Tte, N-bFo^->x^-» 

-YSKCHONSuK l-kHP+^^/h'jr!/ 
— ;l/ (HOB t) ^©jSiPgiJ«:Jpx.Tfect:i/^o <m*>co 

[0 0 16] EJSte— HfciS (I I) Xte (V) T-gESti 
375>Ph»#:£ — Sit (ITT) Xte (TV) T*«2 

ffi^r, £j£K^gteft#tt»» % wttftry^v* x 

h7tHD77> (THF) N x— r;b. 
^>-tf>. F;bx>\ v^od^£> n l, 2 - v^n 
ux^v (DCE) , ^nDt^A, N, N-v^^ 
*;Vix75K (DM F ) . RSxf;K 7-feFxMJ;i, 

te> h'Jxf;l/7^X lfyy>. t!niJX N , N- 
->7f;l/7-UX «»*U9^'*BftthU9A* 



l)h'J7MP7t5r;Hk 



[0 0 17] |g2 
[ft 4] 

N 



Rfcv 



>-A»)RbNHNH 



(VI) 



CF 




N 



.Y-A 



Ra 

(1-5) 



(S^K R aMR bliHXttA I k£r*rT 0 ) 

*§Si£(*. -K (vi) -wfttrnsfk^ifco-jrhvfc 

f 9 ^ >mmw t£ifc2 ^xmit^- s c * k * o r*s 
witsm d-3) «i^jat*s 0 ssngohu 

7;l*uy*te^Mm, F*^F\ ^FU 

^xh^>h\ 7;Wj ! ;^S-n^-9-^^;U^>'^v ? 
F\ 7;l/*y&«k: F'J F\ 7;l/^;bU ^ A. FUx 
^7 5 >f(?)Sa^aT, F >J 7>V*aT-b*Mt 
m (WZl£. x^;b FU^;I/^-ci7-tr^-F, M?J< F 
«J7y|,;i-oBfflM» £\ x£y-;K i, 

3-^7^^^VUS;>-2-ty (DMI) , T 



S/S«. S l XgTtffcib^i: t K^i^vSSSit*. 
BHK, ffitt^Ott, (I V) YV^d 

*->^F\ ^^x^A (IV) *nUF\ ^n>bij7 
U F-^x^;I/X-^7l/ig^<D;b^x^O#ffi 

[0 0 18] X^-S02-NR'-gl<{i-NR t - 




Z-bb-hU^^SttJSjfit*. Xte« 

[0019] (ssfb&aosao iBnasowwt 

it&m<D— PCT fcbES (JP 9 8/0 4 5 8 3) 

[0020] ±B*Btttei J: D»&ftfc£J&£rt»tt, 20 

& 0 fts*Btt#«\ asft^«ttftistttfb^«i 

«kO^J«tSCfcfP*5o 30 
[0 0 2 1] 

LTfffltfeSo wtcR a c cmmttmRzf 1 l-2 

je*ffl»Jffffl**LTJ3 0, C R A C CHMKUXtt I L 
-2at*K«iJfcLT*fflT?**o Wfc. CRACC^ 
I L-2^(DBH^-rSTWl/^— tt. K5ffittSL<tt 

4«£«USL IBB, T Mi-ttft«Stt**trT h £-14 

WJtt, ffBfts BMtt. MM. BSBSU*^, &JBtel»HS 
Sffil$©ffit6KJS^ CRACCSKIil L — 2 

[0 0 2 2] C R A C C ffl«»J«MBatfflJB^»-r 

SfflTfeSo Sfe. CRACCH*3WtiBE«l«lia, 
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TfiMVBa ti^tc mmmw izn-tz mm m t> mm * 
[0023] jwt, *awft««o««ftffl«iEwr« 

(l)CRACCIBSfEfli 

^•)Ag^i)t6Ifura-2 (1 /iM) 4d- 
KbfcJurkatfflBS (6 x 1 0 6 /m 1 ) ^Tiffi 100/1 

h*ffi:«bfc 0 *;l/S/5rA3Svy(HSFaU (^^f^ 

& l|iM)mAy^7¥«Si0 0fil^ 
*>x;Wcg^n-r £ c £ Tigjg b, 3 0 4Hftlcfiij£i£ ' 
fi 3 4 0 n m/ 5 0 0 n m :fe <fc tflffifiiKfi 3 8 0 n m/ 
5 0 0 nmtC<fcoT#&tl/c2 0(7)^Jt5SjK«fc9M^ 
KJt (R) ttnttiLfZo COtt3H>*JtJ(m*fctt f * 

G>i*S«*«EU SftttftlCkS fura-2S* 

[0024] «iiiart*7i/^*>i*aia*4 2 5 /iM^ty^ 

^^>*J*fcJ:oT»6nft«^««3e(rtit (Rm 
ax). 5 |iM^7v^ 1 mM EGTA$iJi8 

^^oT^&n^a/jNSjS^^fiit (Rmin),l 
g«S3 8 0 nmifi^^;^>^^felOl^ 
* (Sb2) ft£tfS&@£fi3 8 0 nm@e^*;l/-> 

9A«wt&*o^j«»* (s f 2 ) tc^tm^^ 

tWaiffllfirtW^AiiaE (nM) = 2 2 4 X[(R 
— Rm i n)/(Rmax-R)]x[S f 2/S bz] 

^Aj5fiARM?(C R A C CBS)**** 5 0 %<D C R A 

ccBts^tas (i cso^i) *»fflbrco *»wft 

^»±a»ftCRACCPflSStt*WbT*3D, 

/Co 

[0025] (2)vocciaaffffflM»-rsa»itt 

M^ASSi)t6S!fura-2 (l^M)*o — 
FLfcPC 1 2~h577 hW*I^« (2 x 1 0 G / 

m 1 ) mm \ 00 ii\ **r>x;i/**c»ttbfcg 6^7 
x;l/- T>T*n^U-h*fflK-r*o J8f«««Bft* y »> 
/*»J»«lfirt*;l/->'>A«ft±»tt, M^rajgt0 2fgig 

AOttMSKA & tffc: 1 0 0 mM K C 1 (A&aa , 5 0 
mU)^tS^> ^7 TsVmMmm 1 OO/il *^^x;U 
KiSin-T ^> c fc T?itiEb. mtn 2 04>**caiE«flt 3 4 

0 n 111/ 5 0 0 n mfe J:tfEMEjK* 3 8 0 n m/ 500 

(r) *pw-r§c coMyesnajtJBcttiWfctt. wmk: 



11 



<7) 
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*£3fc*8tlffiU Hl*gftU:<fcS f u r a-2^tc^f 
-?2>&B*WlE*?Z>o tolBC R A C C RMflFJB i: Bfcfc: 
IT, VOCCPIS^fflO I C5offi*»mL, CRAC 

(3) I L-2jt£Pl^ffi 

JurkattfflJJS*rfl3^T, S. Clare Chungl? , Br . J . Phar 
.macol., 113:861 -868 (1994)i2«£^?4tcSeoT. IL-2 

LtMb-&»0 I C soffit, 0. UM«TT'feo 

/Co 

[0026] *»WYt-Si* (i) ^icn&osi^w 
SO. SitUM, HUN, JBBffl. BX»J9K*58Pa4, X 

it. »&, sa^toawai. gai, n».«, » 

[0 0 2 7] **WK:J:SISPJ8#0«:a&OH#«B«* 
kbtli, tt»J. Wtt#J*tffflv^6tiS 0 

n— x, IMgft-fejWo — X, "rls-Jls, *yen;l/tfo 

1 — XOJ: -5 ft£^ffc»J. iOl/* ^ >8Xli7X^7^ 
7 * U- h ft if OUSXtt ifSttS L < J4»»tt»KO 

[0028] «pia#ofc«)OiK««ifi)t»tt, assuwfc 
sttft««?»jw^^ffliH»j. ssasjOcfcaftMi&sj. u 

jffi*^*n«o 3p*isitoiSffl»j. liiatLTri, fin 

*y-7»©J;3ft*»irt. x^y-yUDJc^ftT 7 ;^ 



j:5ft»««tt. s&Kittflna. mm, 9utm. ftm 

*Jf, .^;1/*5>K, 7X^7^>§2) cOcfc^ftffiffiiSiJ 
^tA,T' fe J: i\> cn&WRi^^f y 7Si7-r ;1/ 
* — €rii-T «JS f »M»J<0E*Xtt8a» J: o T^ffifb 

0. 001^65 0mg/kg, »fl<(i0: 01- 
2 0mg/kg^aiT^D, Cft«: 1 IsITaBSV^i 2 

aoa^iii, te&mtcvmo. ooi^iomg/ 
i Bog-^fiti, fta^^ct)$5o. oo 

[0 0 2 9] 

s^ns^(DT^fti\ 
ftssfli i 

30 4- [3, 5-tfX (h«J7;WD^^W - lH-tf 
1 -< Ol/] 7-'J>(15rng) i:i/^DD 
(0. 5ml) (DUSmz.^ 2, 1, 3-^/ 
t+fS/Zy- ;l/-5-^;b3p— WoU K (11m 
g) ^ h 'Jxf/br^y (8m g) ^rliE^An^. 1ST 
8B#r^3 O^SSr^Lfco SiSJStc^^on^^v^ip^. 

AT«Lfci, WffiT1?»«LT, 4' -.[3. 5~ 
ex (hU7;l/*D^f;W ~ 1 H-tf^V-;!/- l ~ 
40 -2, 1, 3-^>!/Wy7y-;l/-5-* 

4- [3 t (h'J7;l/tP^7 c ;W -lH-tf 

7V'- i — oio y > (7 mg) h tf y 

(lml) 6Djg-&*atC, ^7x>-2-Mfo^ 
ny K (1 lmg) ^iox, SaT»*«l¥Lfto SiS 

mczs?vu*&>%buzrz'&s i asETkttft^ h y * 

A?J<iSjST*i5E»L/co Wha t ma ntiPTF.E7^ 
so STT'igffiLT. 4' - [3, 5 -ex (MJ77M-P 




13 

*=f-)V) - l H-t?7 7-;l/- l — Ob] ^^x>- 
2-*;UsK*-y-:=.y K*?#fco 

[0030] mmm 3 

3, 5-v ? ^^;lx^V^-^y-;b-4-^;b^>^ 
(1. 35g) ty^DD^Xl 5ml) (Dfe&ty 

^ WJ/^P'JK (0. 9 2ml) MDMF 
(0. 0 0 1ml) *IH3rtniU 1ST4P$PJ3 0#& 

x> (5mi) *jpx.rc». iiajET-eaasLfco f#e>n 

Tz3m&. 4- [3. 5-t:X (h'J7;l/*p^f;W 10 
-iH-^77-;i/-i-^;i/] 7-'Jv (2. 02 
g) , h 'Jai^bT 7 ^^ ( 1 . 5ml), M^dd 
^> (2 0ml) (DM^mc, 5K^TTiPX., S«T 
2 P#H L /Co EfSflSlt hU3i^;Ur^> (0. 9 5 
ml) MDitfcffc SifiT«*fflJ¥Lfco EJSffi**?& 
bx 3BttHSfi3?ii#Lfc3 f 
-;l/-4-^;l/,K>BS (3 8 6mg) , ^-4=-ifU;l/^p 
y K ( 0 . 22ml), ^DD^y (4ml) Rtf 
DM F (0. 0 0 1ml) <Z>««tt*iinS.;rc«, irSt* 

4 SP^}g}¥Lrco JEBffifc hUx^l/75> (0. 95 20 
ml) *4n*.fc«L *&KSfflT»aa»?PLfco E/Sffi 
\mmz-=?-)\< (200ml) *AniU 7j<, CAiKlfcdclR 

fee »6nfeH**i*/-;I/k7kOiE'&}S»^5»» 
ILT, 3, 5-v ? ^^ L ;l/-4' - [3, (h 
U7;l/ta^^;W - 1 H-fc^y— ;U- 1 << 
y**!/— ;U-4-*;i/#**— U F (2. 1 4 g) £ 

**ffl|4 30 

5 - o>f > F-;l/- 2 - (11m 

g) , tf'Jv^ (0. 0 0 7ml) , DM F (0. 00 
05ml)MTHF (0. 2 m 1 ) ©ffl<fr»fc. *» 
T\ fta^D'JH (0. 0 0 5ml) &bU7L, miEi 
T3 0#HJS#L;fco [3, (h 

U37;b^D^^;l/) - 1 H-fcf^y— 1 — 7 
-UV (1 5mg) OtfU^> (0. 2ml)}Sffi*tn 

»ETT»«iLT, 5-7jI<*v-4' - [3, 5 
-t£X (hU7;^n^f;W - 1 H-kf^y-;U- 1 

mtco 

[003 1 ] nsfigy 5 

4- [3, 5-e'X (bU7MD^f;W -IH-t! 
7!/-;b- 1 T—V> (2. oog) fcffHKx 

^ (20ml) *kfiTF. -ry-i3^>K 

(1. 1 7 g) fcWSCDMW (l . 8 2 g) 
to*. Iigt'21itF»L/co EJSfcfcBHp:^ (1 so 




KffiB 2000-256358 

.14 

0ml) ^riPA, ^rSTi'^SSJf L/co SJS^CTHF 
(1 0ml) «:Sn*, Sja7?5BSfa3 0iMfiH$Lfc^ 
Y7-3f >S (0. 5 0 g) £WS CD*Mg£tg (0. 
7 8g) £:iP*. 2&fcS&T2BHJfiJ$Lfc 0 ElS?ft 
iCHOBt (0. 2 8g)^AP^. 4 0XT5B$B83 0 
»«#Lfc». ^V^f>8 (1- 67g) tWSC 
DfflKtB (2. 6 0g) £JjP;L. S 5lC^iST3 BRflJS 
J* U/Co E«?»K* (10 0ml) fcinx.; £.&V!}*m 

i7«o>^T«U:fi «BETT«iabfco 
*lfcB»*B»x*-;l/ (3 0ml) IC«»U 4 

m-wm^^mm (5mi) *4n*fc«, kett« 

S*8!lfr6S3BftLT, 4' - [3, 5-tfX (by 
7;l/^-D^f;l/) - 1 H-tT^V— l — <M <<v 
K«Mtt (1. 9 4g)^«i: 

[0 0 3 2] *fi£0!l6 

4- [3, 5-lfX (h'J7;VtD^f;W -lH-tf 
57- — OH 7-y> (2. 0 0gK 2-^7 
na-4-^f;^nf>^ (1. 2 0g) MDMF 
(20ml) **T* WSC DttSKffi 

(1. 4 3g) SriPPU igT2 OBJRBfflHi L/co EJS 
*ST, WSCDSSfi (0. 7 2g)^ 

^Vl/xa^vffi (0. 3 0g) £:iP;?U SSteSfiTl 
BHBHH*Lfco EJSJSfc. 7k^T> WSCDfflStB 
(0. 7 2g) ^Ap*. iiSTM 0P«L/cg, WS 
CDMS (1. 43g), HOBt (1. 1 Og) & 
Tj2-tUti- 4-*3-)V~u?-Z/m. (1. 20g)£> 
iO*, *&fc£fiT3BBB»i¥L;fco EJEfflcfczk (l 0 

omi) ^apa. i«ft*BBxf;i/TattiLfc. am 

ffiLfco tS&n^S?g«:2JKO->y*y;b*^A^DV 
h^77^~ ( llalBJgttJiK; n--\^-t7-> :R8xf 
;b=4 : K 2Ialg}gffijS ; ^dd^> : b> 

= 1.0: 1) T*mm\,tz'<k. ^zs-)i>t7K<Dm&mm 

A^&HSSSLT. 2-^nn-4-^f;l/-4' - 
[3, 5-lfX (h'J7^D^f;l/) -1H-1^77 
l -Y;W xnf>7xU KttOItt (0. 7 5 

g) ^OTS^LTf/co 
[0 0 3 3] Hfi60lj7 

4- [3, 5-tfX (hU7/l/tP^f;W -lH-tf 
^y-;b- 1 -- 7x'j > (2. 0 0g), 3-^ 
DD^7i>-2-*;l/#>i8 (1. 1 Og) RlfD 
M F (20ml) Ott&ftfc:, tK/^T, WSC Dttttffi 

(1. 43g)MHOBt (1. 10g)«r«^iP 
A, SST2 OBSBBJBlffbrco E^/Stc> Tk^T. WS 



15 



(9) 



fcJBH 2000-2563 

16 



CDmmm (0. 7 2g) *tU?L, £fflTMP#BB«#L 

(0. 3 3g) SrAn*., ^6tcSrgT*l BP^ifLfco 
EKSfc* (1 0 0ml) ^iPA. 4fltft«:jfBxf;l/ 

-eaaufc. aajs*7j<. izo&sm. *, i§a«ig7j< 

KEET-eJMBbfco »6nfc»**S/"J*y;b* 

Xt c ;I/=4 : 1) T*«ffl!LfcS. x*y-;l/4:7j«Z>»& 
»l£<P&2|§|ff«SLT, 3-^od-4' - [3. 5 
-ex (HJ7;l/tu^f;W - 1 H-tf^y— l 
— ft7i>-2-^W+1f- , J F (1. 7 8 
g) *HHfttt«*tLTllfto 

mmms 

4- [3, 5-tfX (h'J7;l/tD^f;l/) - lH-t? 
5V- 71/- 1 — OU] 7xy > ( 1 5mg) . 5-^^ 
;W7x>- 2 -7b7l/#>K (9mg) Rt>*tTUy> 
(0. 3ml) (Dm^mc. -2 0°CT\ **S/M{fcU 
y (0. 0 0 6m 1) «4oA, -2 OttM P$figJt}$L 
/to RlS?S^7j<7j<tca^ t«ft*BBxf;l/T?flfflL 

/to amffi^K i»e*»ft^hU9A*»*, s§*n 

(HftLfc*. KETjeSBBLT. 5 -^71/- 4' - 

[3, 5-lfX (hU7MP^f;W --lH-WV 
-7I/-1-- Ol/] **7x>- 2 y 

[0 0 3 4] HJfiffil 9 

5 - ^ ^ ;b - 2 - F U 37 ;l/ * a ^ ^ ; 1/ 7 5 > - 3 - £ ; 1/ 

5 8gK bUxf;l/7 = > (1. 4m 
1 ) RtfDMF (2 0ml) tDii'&fe^, HBTU 
(3. 3 4 g) £:*P;i, 0»Bffl»bfco KJS 

[3, 5-tfX (h'J7WD^f;l/) - 1 H 
-fc^y-7l/-l — Oi/J (2. OOg) » 

gffl-ZM BMSi#Ljfc», KJSiKfclTk (1 5 0m 
1) *in*, i«**Bix^I/T«ilBLfco IStBffi^: 
7K teftKK**^hU->^7k»«, ttft*tt7k?M% 

KBETT*«*Lfc 0 »6nfcHiS*i/U*y;l/*vA^ 
D7h^ 7 7^- GSiHflS ; n--N^nt> : ffiWZ^fr 
= 4:1) TlMIILfca. BBx?-;l/fcn-^t>0 

^6BfeSLT, 5 2 - hU 7;U^-n^^;l/ 

-4' - [3, 5-fcTX (hy7;WD^f;W -1H 
-fcf^y— 7l/- l — Ol/] 7^>-3-7b;b^^-U 
K (2. 1 3g) *ifett« B H B tLTtlft. 

[0 0 3 5] HffiP 1 0 
^»!l9^I^J«^D75•ffiT^^L7c6-^D^-4 , - 

[3, 5-tfX (h'J7;I/*a^f;W - 1 H-£^V\ 
— 1 --OI/] - n^>y-^'J F (2 2mg) , 
<J > ( 8 7 m g ) , m$tt) V V A (1 4 m g ) &t>V 



VOt^I/T;^-^ (0. 2ml ) ©ffl-&tt# % 1 0 

oXT-zmnmnLrco rbric, ^7i/*y> (4 4 m 

g) > J*g££y^A (1 4mg) ^rin^., 1 00°CT1 

z/fnu^ZyizmMLrzo C(D$><D\CP S- i s o c 
yanate (Argonaut Technolog 
iesttg, 1. 6 4mmo 1/g) ^M, JSSRlO-t 
;l/*U>*JEiSS-&fc», TW«*il56Lfc. Sft«M 
10 BETT?«ttLT, 6— =e;l/*U y-4 f - [3, 5-Vf 

x (hy7;l/tP^7 c ;W - l h- tf^ l — r 

7l/] xa^>7xy K*»fc. 
[0 0 3 6] HJgglJ 1 1 
. Hffii9 ^(RlS^aT*ML/c^f ;b 6- (N- 
{4- [3, 5-tlX (hU7;b^D^f;W -1H- 
tf^y— 71/- l — <;!/]• 7x-;W *;W^W;W -a 

t^-t"- h (4 3m g ) , i ffi&kmt-r h v v i±Jkmm 

(lml) Ml, 4-^m> (lml)Ol^ 
20 ^C^lCcfctK Kfii3SOjStt*tttt (pH2) fcLfc 

Bf*«ttRU MJETT^LT, 6 

- (N- {4- [3, 5 -t£X (hVyjV^rXJ^^jV) 

- 1 H-Vf^y-;l/- l — r;l/] 7xx;W #71/7^^ 
;l/) -3f>|«ft, 

[0 0 3 7] ±IB<D*ffi0B £P3«ifc LTfSteSt 2 - 6 tc 

Sfcftaft^wtt^^n^n^-To £zc, 87-1 2 

ttmmLT, sgicsagsnso m^Tomm^ e 
x : uttffj ; s y : m^im$mmm<Dm^% 

H*Lfc»*3K*o ) : Dat : mmt^mmk (F : FAB- 
MS (M+H) 4 ; M : m&l°C] ; (d) : ; Ni : nmr(D 
MSO-ds, TMSrtgj5^¥) (DWm*)¥— (5ppm ; Hi :T 
ISHPLC^ff 1 TC0HPLC±O«^P#P E g [7J v ] \ H2 : TI2HP 
LC^ff 2 TOHPLC±Of£^B#iI3 [t^]) ; TFA : h »J 

HPiC^ff 1 : : Wakosil-II 5C18AR. 4 .6x30ram, 

^tBffiil : 254nnu iJ7Afi{g " 35°C. faM : 4 .OmL/mi 
n. Sgi^ : 5mM TFA^ ^ 7 — 7l^^ 7&/5inM TFA7j<@®=10 
/90 <0niin> >100/0 <7 .5m in :iSS^E> -100/0 <8.0min 

>o 

1IPLC jfef» 2 : i?7A : Wakosil-II 5C18AR, 2.0x30mm, 
^ttiigJS : 254nnu 7^^ASj^ : 35°C, ffiM ■ 1 .2mL/mi 
n. ' 5mM TFA^ ^ 7 — 7l/?S^/5mM TFA7j<}g}ffi= 1 0 

/90 <0min> -100/0 <7 .5m in :tt*&£jSEi> -100/0 <8.0min 
50 > 0 



[0 0 3 8] 




Ex 


R 


Dat 


|Ex 


R 


Dat 


1 




Hl:4.83 
F:442 


7 


°» 


M:136-138 ; 
N1:7.25(1H, d, J=5.3 

Hz), 7.96(1H, d, J 

=4.9Hz) 


2 




Hl:4.92 
F:406 


8 




Hl:4.92 
F:420 


3 


Me 


M:181-183 ; 
N1:2.36(3H, s), 2.58 
(3H, s) 


9 


4 

CF 3 


M: 148-150 ; 
N1:2.42(3H, s) 


4 


H 


Hl:5.39 
F:457 


10 




Hl:4.35 
F:486 


5 


JO 

• HQ 


M:170-172 ; 
N1:8.19(2H, d,. J=5.9 
Hz) 


11 




Hl:5.18 
F:445 


6 


xr 

CI 


M:162-163 ; 

N1:7.44(1H, d, J=7.8 
Hz), 8.02(1H, d, 
J=7.9Hz) j 





30 



[0 0 3 9] C*2] 



40 



( 11 > 1$DU2 000-256358 

19 20 



Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


12 


9 




M:133-135; 
N1:7.67(1H, s) 


23 


5 




Hl:4.49 
F:390 


1 ^ 






M-919-9TV 

N1:7.01-7.03(1H, m), 7.81-7. 
84(2H, m), 8.43-8.44 (1H 
, m) 




7 


JO 5 


HI *4 40 
F:408 


14 




J? 


M.l DH-lD /, 

N1:7.60(1H, dd, J=7.9, 4.9H 
z), 8.15(1H, dd, J=7.8, 2. 
0Hz),8.57 (1H, dd, J=4.9, 




/ 


VT 


rii.^.j / 
F:391 


15 


9 




M:189-190; 

N1:7.90(1H, dd, J=4.9, 1.5H 
z), 8.03(1H, d, J=1.0Hz), 
8.65 (1H, d, J=5.8Hz) 


26 


9 


O 


Hl:5.20 
F:440 


16 


6 




M:169-170; 

N1:8.58(1H, t, J=2.0Hz), 8.9 
4(1K, d, J=2.0Hz), 9.09 ( 
1H, d, J=1.9Hz) 


27 


9 




Hl:4.12 
F:418 


17 


5 




Hl:4.18 


28 


5 




Hl:3.72 


18 


9 




Hl:5.14 
F:433 


29 


9 




Hl:5.22 
F:468 


19 


9 




Hl:3.93 
F:439 


30 


9 




Hl:5.10 
F:467 


20 


9 


SMe 


M:169-170; 

N1:7.29(1H, dd, J=7.8, 4.9H 
z), 7.98(1H, dd, J=7.8, 1. 

1.5Hz) 


31 


9 




Hl:4.11 
F:451 


21 


5 


x> 


Hl:4.99 
F:406 


32 


5 


H 


Hl:5.06 
F:439 


22 


6 


^0 


Hl:5.21 | 
F:483 


33 


9 




Hl:4.11 
F:440 



C0 0 4 0] [SI3] 



50 



(12) TCf rJU 2 000-256358 

21 22 



Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


IT 


IT 




Hl:5.58 
F:484 


42 


9 




Hl:4.95 
F:468 


50 


9 




Hl;3.85 
F:439 


35 


6 


Br 


Hl:6.53 
F:619 


43 


9 




Hl:5.51 
F:451 


51 


9 




Hl:4.85 
F;434 


36 


6 




Hl:4.26 
F:416 


44 


6 


Me 

j> 

Me 


Hl:4.28 
F:417 


52 


6 


NO, 

H 


Hl:4.93 
F:434 


37 


9 


ii 

o 


Hl:5.61 
F:510 


45 


9 




Hl:5.52 
F:451 


53 


6 


H 

N0 2 


Hl:4.60 
F:435 


38 


6 




Hl:5.04 
F:448 


46 


9 




Hl:4.48 
F:417 


54 


6 


Me 


Hl:5.40 
F:418 


39 


6 


Me 


Hl:5.02 
F:435 


47 


9 




Hl:3.45 
F:415 


55 


6 


XT 


Hl:5.03 
F:416 


40 


9 


Me 


Hl:2.98 
F:404 


48 


9 




Hl:4.76 
F:420 


56 


9 




Hl:4.34 
F:484 


41 


9 




Hl:4.80 
F:435 


49 


4 


H 


Hl:4.69 
F:389 


57 


9 




Hl:4.84 
F:453 



[0 0 4 1] H4] 

40 



50 




(13) ¥ffi\2 000-256358 

23 24 



Ex 


Sy 


R 


Dat 


Ex 


s> 


R 


Dat 


Ex 


s> 


R 


Dat 


58 


6 


0 


Hl:4.55 
F:498 


67 


5 




Hl:5.47 
F:460 


76 


10 




Hl:3.81 
F:527 






H 


ni.j.iz 
F:439 


Aft 

DO 


D 




F:435 


1 1 


in 


0 


F:482 


60 


5 


/=\ 

Me 


Hl:5.58 
F:453 


69 


5 




Hl:5.20 
F:466 


78 


10 




Hl:4.51 
F:486 


61 


4 


Me 


Hl:6.04 
F:460 


70 


4 




Hl:5.01 
F:468 


79 


10 


0 


Hl:5.12 
F:502 


62 


6 




Hl:5.43 
F:493 


71 


4 


OMe 

X0 

H 


Hl:5.28 
F:469 


80 


10 




Hl:4.83 
F:544 


63 


6 




Hl:5.98 
F:481 


72 


5 




Hl:4.70 
F:451 \ 


81 


10 




Hl:3.66 
F:470 


64 


4 




Hl:4.44 
F:417 


73 


6 




Hl:5.94 
F:490 


82 


10 


JQP 


Hl:4.27 
F:484 


65 


6 




Hl:5.30 
F:508 


74 


4 


HCk^Nv^SH 


Hl:480 
F:450 










66 


6 




Hl:5.70 
F:558 


75 


6 


H °x^ >OMC 

OMe 


Hl:5.85 
F:476 











[0042] [^5] 



50 



04) f$DB2 000-256358 

25 26 



Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


Ex 


Sy 


R 


Dat 


83 


7 


N0 2 


Hl:4.53 
r .44y 


92 


6 


* 


Hl:5.08 
r.41o 


101 


7 


] 


a 

w 

Vie 


Hl:6.08 

IT* CI /I 


84 


7 




Hl:5.24 
F:484 


93 


6 




Hl:4.51 
F:418 


102 


7 


A 


b- 


Hl:5.20 
F:458 


85 


7 


/=\ 
H ^ 


Hl:5.46 
F:484 


94 


6 


^° 

Me 


Hl:4.58 
F:405 


103 


3 




Hl:4.98 
F:515 


86 


3 


Me 


Hl:5.66 
F:480 


95 


6 


jP 


Hl:5.27 
F:456 


104 


3 


a 


if 

Me 


Hl:4.96 
F:503 


87 


6 




Hl:3.26 
F:415 


96 


9 




H2:5.94 
F:482 


105 


6 


^X) OMc 


Kl:5.39 
F:470 


88 


6 




Hl:5.86 
F:534 


97 


9 




H2:5.89 
F:459 
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